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(54) Titlo : SUBSTITUTED ACETAMIDE COMPOUND 

(Si) WRO^^ mm^T ? rftM 



-A- 



(A' ) « -CONH- (AM . -R* (I ) 





N- R» 



N 



($7)Ab5(iact 



An amidiolniergic cxMnpoond fepmentsd by general fonnula OX wherein R> and R2 rq[>resent each optionally substitut- 
ed aiyl, R3 Tq>iesent8 faydfogeo, hydroxy or lower alkyl» R4 reprints a group of fonnula (a), (b), (c) or (dX A« and re- 
preseof lower allgrlene, and m and n represent each 0 or I. vli. 
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R*-C-(AM»-CONH-(AMn-R^ (I) 
R» 

R" iiiC : 




N 




N - R 



vert: Mi-^ i > X ^BS ? il ^ EaiS^miQ^'' ' 



AT t-x h y 7 
AU 5f-x I- ^ •! r 



BB 
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BG 
BJ 
BR 
CA 



y ^ i# /J. 



CG 3 > or— 
CH X < X 

CI 3— h.i^;icr-/u 

CM « y 'V > 

CS -f * ./ 3 X 13 r * T 

CZ -f X 3 

DE K-f »'/ 

DK 

Ft V i >'^> K 
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PR -/5 >X 
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CB f^UX 
GN *^-r 
GR 'i 1/ V 

IK -;m > j' 
IT f y - 

ap B* 

KP ««^g££«A£%^^S 
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MC 
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/t. — — V 
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itmWimmjLm<ommizmmx'$>v s titrnM.. ^^-^yv^m. 
^'t^&^£i^oikmizmm^imn^n^mm^t^m^7 ^ h-it-^m 

mm 

7^ ^'it^^^j^zf^mtbxt^^^ti^^om^mmt^ctiz 

mtbxn^^n^^(Dm^mtD}fSL^i:i.X'^^ri>. mmmmm 
<oi^mmi:Lxmm^j:mm^mmti,!ii:iz$>^o 

9. TIH®^ ( I ) X^h-Sii^o 
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R • . 

R»-C-(A'),n.-CONH-(A*)n-R^ (I) 
R M± ( i ) ^ : 




(ii) ^ : 

® 

N - R « ■ 
(iii ) =^ : 
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(iv) ^ : 



lit. \,ij:^^)imX'^j:< . ttz. 

(b) R' ^^t/R' i)iy s.j^jvmV$>^ i R» **7Ki?^T'«»»5; 

-r * ^ Sfi {u ^ T ^ «: :^ fit o T 1^ ii T nif ^ V > . 



llf ;t ^ ffi iSS 
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jgigco J: ^ Ji^HtSv 7 Ai^, 0iJ^lf h ^ ^;i/7 5 > 

K yifiv tfyi?:/tgx envvig. >:?i/^n^^ 

C<Z>B^lffl^®Jai±^ J:C;jaTcr>Elfe»C4JV^T. il CD 5§ © S5 H 1^ 

/tc S ^ S a (D S <D ji j^j: 01J iJ J: IJJ 1,:^ T l¥ a tc ^ . 

±E r7';-;vsj icM^stit^'S ^m^t^m^mi t\^ri±. 
mxif. )\^fy (MAif^ ia^. a-i^^) . 

7;u^;uS (fiJAti\ 7of;i/s -YV7af;u. 

7'5^;u> t-7f-;u> ^^'f-ju. ^=^i^.;u^) , {fiM7;u.3 4^ s/g 

(M^ti\ p< h+i/, j:.N>^'. 7njK4ri/, ^ V 7" n i^r , 7 

h4i^> t-7'h^i^s ^s/. 
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jEc b 3 <@ ) VS>io 

(c. -c* ) TA^^n^m^mtiy :L^)im^^tf (c - 
rfijffi7;u^;wsj om^^jimtbx\i±. mm^^kx/i^i^mo^ 

<0. mxii£. j:.^;us, 7'ntr;uS. V T'n hr;PS. 

■^tie>(D4'T-0* ui/N^iJi: tTt±> (c. -C4 ) 

o 7 X ji ;us . «il ^ If 1 - h * ;u;K ;u - 1 - n ^ > - 
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ya;K:¥*/^;U3f?j:.;U, h > ;K , ^H^ST'h^i^ 

tf i/^n^i¥1fy*;i/j}>-^;u^<D (Ca -Ct ) i/ n 7 ;u ;(7 

i> - > X ;u 5tt - zii^ If . 
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Ji#3^ ;i/ jji ^ ;us^ *J ^ tf ^ n -5 . 

)l. :/ufcr;u. -fv^ae;!., 7^;i., ^ = Siy^;u, 
'^fjiAu^y^ *;i.A^-<;i/S. mXiIt^)V^)\.. r-b^;u/7o 
Si) 7;u^;i/S, ^JAtf^f-;b. x^;i/, 7ae;i.. ^'VT'nfcr 

ll = Si7 h + ;ujK-;ua^ CD 
ii7;Un^i/;«7;l.?J?r:.;US. P Atf ^ > ^ ;u tJ? ^ ;U^(3r) 

;<7;i.*-^;U^<?)7 0IJ A If ;U ;K ^ */ 
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If HHia y h i/ ^ ;u.7K ;i, ^ f- $ n fc ;tj ;i. T^i^ i/ ( 

(C, -C4.) ryu^ U>S;&*l^lf 6*1. <fc OJff * bXtt 

* ^ m ^ It li ^ <D ^ S <C o (,\ T Jil _h ft « 'Sr ^ -5 T /T^ U fc 

in**0, n*il. R= ^ ;i/ S i: Jfe * -l^- 
(b) R • **<fct;R^ *i7x^;i.S. R^*«7Ki?S. ra ^ J; n 
0 , R ' *M ^Jl/S ^S: -5 jg^ -It 

tt. R' , R^ i:UT7x-;uS\ ^^^WT-S^x-^Wg.. R ' 
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mSKil T - rJ' % Tie {C ^ t o 
[I] Mil:^^ 

.. i*S2 4 0'-4 5 0 g©^14S. D. h^'^l^^l/ (1.0 g 
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umit^m (1 ) : 

N- {1. 2. 3,6--^h9V:KnV:*»;S/>-4.- ^,A^) ^ . 
>- 2 - t Kn:^^'- 2 . 2 - i?7 j:.^;i'|^K7 5 K 

cm ) ummm 

^Umt-^mOZD ,<,m (mg/kg) tt 0. 005 (mg/.kg) T* ^ -:> 

A) . ^mp^n^> mm^SL^^ imfm^) . mpis-^. ^^^^ 
itmm^ ^mm^ mmm. mBm. mmm^mmt^zthx^ 
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1 1 

h titiitmi^izs^i^x 1 aao.oi-'2 omg/kg. mm^Hi^^om-^ 

ttPi:<0.1 -2 Omg/kg, ma^^-Om-^itO.S ~5 Ong/kg 
^>e>;WS?(5.00g) tS^^b^t (9.4g)<7>}l^!^:Sr lOO-CT* 3.5 

(100ml) ^mxs m^m^^^eibMmiKr'dtmbtim. mm^:i^^ 

WSe^n K(D«&|^a^(6.16g) *if#^n/i, Cfl!>lii!{:a(6.16g) ^ 

(50iiii)tc^<^$-e-fc^^tc. m2aT4- (7^y^^ 

tr';i?>(1.97g) (OM7Kh;Ui>(5ml) J§^%?gTUfCo SJS 

TKi^^b:^ h -i^ A7K^?S-e;S5t?^ (§50inl. 30) btz'^. mM^^ 
2-i;7:c:^;H^Kr$ K<Di|a^a°c(9.06g) *M#6tlfco coolie 

j?,(9.06g) % 1 Nmm{50mi)},zmmbrzmm^iQx^'n2mmmn\^ 
mr^ts MM^^on - - 4 - ^ )v) ^^;i,-2- 

tKn:^i/-2, 2 - $^7 x^;H^®g7 ^ K (6,37g) i&J?#e>n 
•mp : 148-151 "C. 

..IB(Nujol) : 3330, 1650. 1600, 760, 740. 690cm-' 
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NMR(DMS0-d6. 6 ) :4.33(2H, d. J=6.3Hz), 6.85(1H, s), 

7. 15-7, 18 (2H. ffl). 7.25-7.40(10H. m) , 8. 42-8. 45 (2H. m) . 
8.84(1H, t, J=6.3H2) 

MASS(m/z) : 183, L05 

N - ( tf 9 i> - 4 - ;u) > ^ ;u - 2 - t K a =^ i/ - 2 , 2 - 
>> 7 i :^ )Vmi^7 5 K { 8 0 g) t. 4 - V ^ i/.^ y S? ;U ^' a U H 
(47. 2g) <DN, N -i^p«^;U:i?>A7 5 K (120inl) ^Jg^eS-CT- 1 

. T-fef-;i'75 - 1 - (4 -pt h^i/^i'i/;U) kfU i/ 

^•J' n V K (107.57g) *i#e>tife, . 
«ip: 205- 208*0 

IR(Nujol) : 3250, 3050. 1650, 1610, 750, 700cin-' 
NMR(DMS0-d6, 6 ) :3.76(3H, s) . 4.55(2H, d. J=5.9HZ). 

5.72(2H, s). 6.99(2H. d. J=6.7Hz), 7.00(IH, s) . 

7, 25-7. 40 (10H. m) . 7.53(2H, d, J=6.7Hz). 

7.87(2H, d. J=6.7H2), 9.13(2H. d, J=6.7H2), 

g.lKlH, t. J=5.9H2) 
MASSdn/z) : 183. 93 

4 - T -fe ^ ;u r ^ y p« ^ ;n:f V y (7. oog) i: 4 - ^ h -^L V 
. a »; K (6. 8ml) ©T-t h Xiooini) mM^'Mm^^T I.Z 4 m 
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1 3 

yvm^t^t. -r-fe5^;u7$ y 1 - (4-' 

y;U:</^A^Dvhi5^7 7-f luSr,! ^<tpt ^ U ^ y 

<DMm (15: 1) 'fej§iii®i:bTmil'r*i:. ^SI^^:|^<D4-T 

H?f-;i'T$>'^^;U- 1 - (4 h :^ri/'^:>i?;b) -1, 2. 

3. 6 -X h 7 t K a tr V i?>(7.27g) 75*^6tl/So 

IR (film) : 3300, 1650. 1610, 760cm-' 

NMR(CDC1,, 5) : 1.98(s, 3H) . 2.10(brs. 2H) , 

2,56(t, J=5,7Hz. 2H), 2.95(br s. 2H). 3.52(s. 2H) , 
3.76(s. 2H), 3.80(s, 3H) , 5.53(t. J=l. 5Hz. IH). 
5.95(br s. IH), 6.80-6.90(m. 2H). 7. 20-7. 30 (in, 2H) 

MASS(m/z) : 274(M*), 215. 121 

^;U7^yp<f-;U- l-*/nf;ut:u$?::ie7A7-<:t^-l' 

tZo 
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14 

mp: 135-137 (T-b 1^ '^gtitoij) 
IR(Nujol) : 3250. 1670, 1640. 760. 750 cm"' 
NMR(DMS0-d6, 5 ) :0.87(t, J=7.3Hz. 3H) . 1. 65-2. 00 (m, 2H). 
. 1.97(s, 3H), 4.45-4. 55(m, 4H) , 7,96(d, J=6.8Hz, 2H) 
8.67(t. J=5.8Hz, IH), 8.98(d" J=6.8Hz. 2H) 
MASS(m/z) : 193 (M*). 149, 107 
MM 6 . ■ . 

Vi^:^ . 

Ift(film) : 3300, 3050. 1650, 750cra- ' 
NMR(CDCl3, 6 .) : 0.91(t, J=7.3Hz. 3H) , 

1.58 (t, quartet. J=7.3H2. J=5.7Hz. 2H) , 1.99(s. 3H) . 
2.23.(br s. 2H). 2. 30-2. 40 (m. .2H) , 2,56(t. J=5.7Hz. 2H) 
. 2.95(d. J=1.6Hz, 2H), 3.79(d, J=5.4Hz, 2H) . 
5. 54-5. 57 (m. IH) , 5.66(br s. IH). 
. MASS(m/z) : 196 (M*), 167. 96 

V l^T-^ h*3&^e)?ft4^C[) 3 ~ 7 ^ ;U7 5 - 1 - J- ^ 

- I , 2 , 3 . 6 - T h y t Y u \i ^) V y ^ntzo 
bp 150 'C/0. 08minHg(kugelrohr) 
IR(film) : 3270. 1640, 154Dcm-' 
NMR(CDCl3, 6) : 1.15.(3H, t. J=7Hz, CHa). . 

1.99(3H. s. COCH.). 2.19(2H, m. NCHaCHaCH^) . 
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2.49(2H, quartet, J=7Hz, NCHaCHa), 
2.52(2H, t, J=6Hz. CHaCHaN) , 
2.72(2H, d, J=2.5Hz. NCHaC=), 
3.78(2H. d. J=5.5Hz, CH2N). 5.65(1H, m. HC==), 
5.8(1H. m, NH) 
MASS<m/z) : 182(M*), 123. nO(base). 108 

IR<Filin) : 3250, 1650. 740, 700cin- ' 
NMR(CDC1»,6) : 1.98(s, 3H), 2. 00-2. 15(ni, 2H) , 

2.15-2.35(111, 2H). 2.97(br s. 2H) , 3.45(s, 2H) , 
3.95-4.00(m, 2H) , 5.53(brs, IH), 5.84(brs, IH), 
7.20-7.40(01. 5H) 
MASS(m/z) : 244 (M*), 185, 172 

4 - 7H?f-;l'T $ y ^ 1 - ( 4 - ^ h ^i/^ - 

1, 2. 3. 6 -X t h*n tr V i;>>(5. OOg) i: 6 N7KS?<b:^ h 
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1 6 • ■ 

t do : i ) ( 2 : i ) ] x-mi^r^t. ri^i^o, 

4 ~ 7 5 y ;>< ^ A' - 1 - (4 -:A h ^i/^yV'Jl') - 1 , 2 , 3 , 

6 - T. h 7 1 K a tf »; i> (2. 3ig) e> nfc . 

IR(filo) : 3370, 1610, 760, 730ci- ' 
NMR(C0Cl3;5) : 1.84(br s, 2H), 2.13(brs, 2H) , 

2.57(t, J=5.8Hz, 2H), 2.99(br s, 2H). 3.20(br s, 2H) . 

3.53(s, 2H),3.80(s, 3H) , 5. 53-5. 57(m, IH) , . 

6.80-6.90(in, 2H), 7. 20-7.30(m| 2H) 
MASSCm/z) • 232 (M*), 20^, 121 " 

mmm9 i:I^^CbT4-7-b^;i'7§y;<f^A'-l-ynt*;P 
~ 1 , 2 . 3 , 6 - T h 5 b K o f i; ^ e> 4 - 7 $ >' ^ 5^ ;u ~ 
l-.:rntf;p-l. 2. 3. 6 - t h 9 k H n tf y v 
bp: 140-150 ■C/lOnniHg (Kugelrohr) 
IR(Filni) : 3270, lOOOcra-' 

NMB(CDC1»,6) : 0.92(t. J=7.3Hz. 3H), 1. lO-l. 70 (br s, 2H) , 

1.55(t, quartet, J=7. 3Hz, J=5.7Hz. 2H) . 

.2.14(d, J=1.6Hz, 2H>. 2, 30-2. 40{ni, 2H) , 

2.57(t. J=5.7Hz. 2H), 2.96-3.00(ra, 2H), 3..10(s. 2H) , 

5. 53-5, 57 (m. IH) 
MASS{in/z) : 154 (M*), 125, 96 

imMii. ... 

)U - I , 2 , 3 . 6. - X h 7 t K o f . V > e> 4 - 7 ^ / ^ 
;i/-l-^:/*?;u-I, 2. 3. 6 - -r h y h \f ^) p y 
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It. 

IR (Film) : 3370. 3270. 1600. 740. 700cm-' 

NilR(CDCl3. 5 ) :1.61(s. 2H) . 2.13(brs. 2H) . 

2.58(t. J=5.8Hz. 2H). 2. 95-3. 05(ffl. 2H) , 3.20(br s, 2H) 
3.59(s. 2H), 5. 50-5. 55 (m. IH), 7. 20-7. 37 (m. 5H) 

MASS(m/z) : 202(M*). 172, 97 

-1, 2. 3. 6-xh5h:h*aei;i?>x>>6 3-r$yp4^;l,- 
l-ju^;U-l, 2. 3. 6 -T h 7 t Kn tr iJ^'^gr^/i. 
hp: 100-105 "C/S.SoinHgtKugelrohr). 
IR(Nujol) : 3450, 3370, 3280, 3200cin-' 
NMRCCDCU, 6) :1.14(3H. t. J=7Hz. CH,). 

1.61(2H, s, NHa), 2.21(2H, m, CH,CH«CH=), 

2.47(2H, quartet, J=7Hz, NCHaCHs), 

2.49(2H. t. J.6H2. NCH,CH,CH=), 2.93(2H, m, CH,N), 

3.20(2H, in. CH,N), 5.62(1H, m, CH=) 
MS(m/2) ; 140(M*), 123(base). 110, 108 

mmmn 

3-7'$yp<^;be>;$?y (lo.og) omm i^omDmm^mn u t 
;u 7 $ y p< ^ A' tf u :/ *if# 6 nfc „ :^sh^mmm soy^miz^-^ 
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18. 

mp : 110-111 "C 

IR(Nujol) : 3420. 3260, 1540cm-' 
NMR(DMSO-de, 5 ) :1.54(3H.. t. J=7.5Hz. CHa), 

I.93(3H. s, COCH,). 4,44(2H, d, J'BHz, CHsNCO), 

4.64(2H, quartet, J=7.5Hz, NCHaCHa). 

8.12(1H, t, J=7.5Hz. pyridinium H), 

8.43(1H, d. J=7.5Hz, pyridinium H) . 

8. 59(1H, t, J=6Hz, NH). 9.0(2H, m. pyridinium H) 
MASSWz) . : 135, 107 

mmmu • . . 

3,3 - i>7 x^>n/- 2 -•rn^vKj:.>;K4,28g) ^3N;!KS?^b 

thV A>!K?§^(28ml)^ J:Ofx^y--;K50ml)i:?l^UT'S:'5>?l 

SSt«ts .3, 3 - i^^.xJr^A-- 2 -7a><>^*^^^e>tlfCo 
mp: 158-161 "C imU^"^ )l'^\^§h) 
IR(Nujor) : 1690, 1660, .1610, 720,700cm-' 
NMR(CDC1,. 6 ). :.6.32(s, IH). 7. 10-7.40(m. lOH) 
MASS(m/z) : 224(M*), 179, 165 

^mm 1 

4- [ ( 2 - t K n^S/- 2 . 2 - i?.7 ^iCi;i/7^r^;U7 $ >' ) 
- i - .( 4 - ^ h 4r ^ > i> ;u ) «; i> - -i? a M K 
(100g)C[)pt ~;K800ml) mmVi. SSg^H^4^ 10-20 1CT'7K# 
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immmnvs fsm^^^bito ^mjci^kx^^u h t. 
(500ml) vmy^istwb. ^wi'7^^i/'>A'v^iSibit^s mm^w 

^t^ts fflSjfttt® N - [ 1 - {4 - }t V - i , 

2, 3, 6--rh5t:Kntr«;i>v-4--f;u3 

mt^vuj^mi - a nx^^wxj^xA' (25ol)J|rJt'fkj>c 5^ U V 
(7B0ml) {C»D;lfcM^?g* 1 BtMSDI^jiflftU. HiC ^ ^ -;K350 

ml) ^tu^tz^^omm^zQ^mmmmi.. mm^^i:\.tzo mm 

;t/T'^JSBl.-rS i:. Mfei^^® N - (1. 2. 3, 

ntf«;i?i/-4--i';P) p«^;u-2-tKD^->-2, 2-s?7x 
^^I'SMr^ KJSKS(41.64g);6M#6nfc. 
mp : 222-224 V 

IH(Nujol) : 3350. 1650, 750, 730, 690cm- ' 

NMR(DMSO-dB, 5 ) :2.15(2H, br s) , 3.10(2H. t, J=5.9H2), 

3.34(2H. brs). 3.70(2H, d, J=5.5H2). 5,41(1H, br s) , 
6.82(1H, s). 7.20-7.45(10H, o), 8.34(1H. t. J=5.5Hz). 
9. 15 (2H. br s) 
lfASS(m/2) : 322 (M*). 183, 95 

N-C(i. 2, 3. 6-f-h5tKneUi;>-4--j';b)p« 
f-;u3 - 2 - k Kn^i/- 2 . 2 -i>7a.^;uitM7 ^ F (l.OOg) 

^^^y-)i^^iQ%j^^i^t?j.mmT:^mitLtzo mm^m^\.tz 
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mp : 251-253 "C ' . 

IR(Nujol) : 3360, 2470, 1650, 1600. 750. 730, 700Gra"' 
NMR(DMS0-d6, 5 ) : 1. 10-l,40(in, 2H) ; 1. 50-1. 80 (ni. 3H), 

.2. 65-2. 90(in, 2H) , 2. 90-3. 10 (m, 2H), 3. 10-3. 30 (ro. 2H), 
6.75(s, IH), 7. 20-7. 45 (a. lOH), 8.28(br s. IH) , 
8..69(br s, .2H) 
MASS(m/2) : 324 (M*) . . 183. 105 
TcM^^ : C2oH84N,02-HCl 

tjrMM C 66. 56 . H. 6.98, N 7.76 
C 67.04 . H 7.09. N 7,76 

mmm2 tmmizvx. n- [ ( i -^^f-n.-. 1,2, 3 . e - 

•r t K a tf 'J > ^ 4 - ) pi f - ;H - ■ 
2,2- S?7 xr:;bg^^7^ F*>e>N - [ ( 1 -p< ^;|/- If^ V' 
y - 4-^ - 2- tKn^$/-2, 2-S?7x^ }Vm 

mp : 237-239 "C 

IR(Nujol) : 3430, 3150, 1670, 790, 770. 710. 700cin" 
NMR(DMS0-d6, 5 ) : 1. 20-1, 50 (m, IH), 1. 60-1. 80 (m. 2H) , 
2. 20^3. 20 (in, .8H), 2.68(s, 3H) , 6:73(s, IH) , 
7. 20-7. 35(10. lOH). 8.30(br s. IH), 9.70-9. 90 (br s, IH) 
MASS(bi/2) : 338 (M*), 183, 105 
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TC^^fr : CaiHaeN.OfHCl 

li-JfM C 67.28 . H 7.26, N 7.47 
MmB C 67. 64 . H 7.56, N 7.53 

mmm4 

N- [ [1 - (4-p« h + - 1 , 2. 3, 6-Th 

^fc Knl^V^^>-4--r;i.] - 2 - t K n + i/ - 2 . 

2 -2?7i:=.;H^Mr 5 K (i.03g) i: ri' tj n ^gf/^; > $; ;u ji X T ;u 
(0. 437g)<D 1, 2-i?:^nnjL^:/ (lOmUjg^^Sr^^-c 4 B^felli^ 

1. 2. 3, 6-7^h^tKne>;i?V"4-'l';w) - 
2- t KO:^i/-2. 2 -i>7x-;i.g^Kr5 ^*(0.797g)*i^#e>t^ 

IR(filo) : 3390. 1690, 1670cid-' 
NMR(CDCla.5 ) : 1.99(2H. br s. =CCH2CH2N). 

3.52(2H. t. J=5.5Hz.CHaCH.NCOO), 3.76(1H. s. OH). 

3,90(4H, m. =CHCH2NC00 andCONCHs), 5.13(2H, s, OCHz) . 

5.37(1H, br s, =CH) , 6.49(1H. m, CONH) , 

7.3-7.5(15H, o, aromatic H) 
MASS(ia/z) : 183, 105, 91, 77 

N- [ [ 1 - (4 - ^ h^i/^>i^)l) - 1 , 2, 3, e^f-h 
Kne 4 - 2 - t K n i/ - 2 . 
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2 - V' y a. ^ iimmr ^ K(2.77g) ii^nnmM- l.-^'unjn^. 
;i/xX7^;V(0.75ol)<D 1 , 2 -*?:}^nDi^ ^ (55ml)ig?S Jgr SO^jQ 

(10: 1) , ii^(/.>T'P< ^ y MtCp< r^' y -;i//28% 7 

7j<:i^ (10: 1) 'Cj®»:^j±iuTmpby'c, m^Wiif^^mm^m 

[.(1, 2. 3. 6 -.T h 7 t K a t' V- 4 --Y ;u) 

-2-h Kn:^rv'-2, 2 -e>7x^A'S^i|7$ K^M^ (1. 33g). 

. IIP : 223-224 ^ 
IR(Nujol) : 3350, 1650. 750, 730, 690cm-' 
NMR(DMS0-d6, 5 ) : 2, 15 (br s, 2H) , 3.10(t. J=5.9Hz. 2H), 

3.34(br s. 2H), 3.70(d, J=5. 5Hz, 2H), 5.41(brs. IH) , 
6.82(s. IH), 7.20-7. 45(m, lOH), 8. 34 (t. J=5.5HZ, IH) , 
9.15(br s. 2H) • 
MASS(in/2) : 322(M*), 183. 95 

N- [ (1 1 . 2/3. s-r h 
7 b F D f »; - 4 - ;b ) p{ ^ ;l/ ] . - 2 - t K n if- 5/ - 2 , 

2 -i>7 x^;n^®!7 ^ r(i86ng) ^i^%mti^mui^mm/^w. 
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N - [(1, 2, 3. 6--rh^tKatr«;i^>^4--i';U) 

;H -2-t Kn:^i/-2. 2-S?7x-;i.g^Kr5 K(85mg)*q# 

mp : 151-153 *C 

IfmM C 74.51 . H 6.88. N 8.69 
C 74.59 . H 7.08, N 8.74 
IR(Nujol) : 3380, 3300. 1670c»-* 
NMR{GDC1..5) :1.95(2H. m. =CCH*CH2NH). 
2.85(2H. t. J=5.5H2, CHzCHaNH). 

3.23(2H, br s. =CHCHzNH), 3.35(2H. br, =NH and OH). 
3.84{2H. d. J=5.5H2, CONHCH2). 5.44(1H, br s, =CH). 
6.70(1H. t, J=5.5Hz. CONH). 
7. 25-7. 5(10H, m, aromatic H) 
MASS(m/2) :322(M*). I83(base). 105(base). 96 (base) 

N-[(l. 2. 3. 6-Th^tKatf«;i>v-4--f;u)^ 
-2-kKn^S.-2, 2-i>7x::.;Ug||tr$ K(6.00g) 
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•s^tztk. .^^ ^-^^•x^n^^t^tm^^^^oN-' [ (i. 2, 

3.. 6 - f > ^ t K a if 4 - -i' ;u)^ f:;u] ~2-tKa 

mp : 195-197 V 

IR(Nujol) : 3400. 1670. 1590, 780. 750, 740, 700cm-' 

NHR(DMS0-d6, 5 ) :2.14(br s, 2H), 2.31{s, 3H), 
3.14(t, .J=6. IHz, 2H). 3.51(br s, 2H), 
3.71(d. J=6.1Hz, 2H), 5.40(br s, IH) . 6.81(s, IH) , 
7.20-7.41(!D, 1.0H), 8.36(t, J'B.lHz, IH), 
8.65(br s, .2H) 

MASS(ni/2) : 323 (M+1) 

TC^^JIfr : CaoHaaNaOa-CHaSOaH 

H-^Lji C. 60.27 , H 6.26, N 6.69, S 7.66 
Hiifl C 60. 32 . H 6.32, N 6.62, S 7.86 

N - ( 1 - X h ^ s/ ^ ;u Jt? - ;i/ tr V - 4 - VP ) - 2 , 
^.^;u-ba y ;i.:/(30ml.)}i?^:Sr 3. 5^F^UDl^.}i# b fc. 

iCWE^J^^ ;U (100ml) i:.7K(300inl) ^mXX^mbtz. 7K®%fi¥P 

x^;u"cffli±iL (loomix 3 )■ . m^M t^bxns.T izmm^^^: 

4 ;u) -2, 2 - i;7x-;uPK7^ KJtSK^*q#e>n 

jDp: 233-235 V. mM^^)]^m^Si) 
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IR(Mujol) : 3500. 3300. 1B30, 740. TEOcn"* 
NMR(DMSO-de. 5 ) : 1.45-1. 75 (n, 2H). 1. 75-2. 00 (w. 2H) . 

2.80-3.10(in. 2H). 3. 10-3. 25 (jp, 2H) , 3. 70-3. 95 (m, IH) 
4.97(s. IH), 7.10-7.40(m. lOH). 8.59(d, J=7.4H2. IH) . 
8.86(br s. 2H) 
MASS(id/2) ; 294(M*), 229. 167. 127 
7C^^^ : C.sHazNzO-HCl 

num. C 65.41 , H 7.22, N 8.03 
C 65. 67 . H 7.32. N 8.12 

v-4-'r;u) - 2 " t \tu^i/- 2 , 2 ~i/7*-;i/g^^r^ K 
*»^N- (t-^y S?:/-4--f ;u) -2- t Knit^$/-2. 2-y 

aip : 193-195 r (7 -t h 

IB(Nujol) : 3300, 2700. 2600. 2470. 1660, 770. 750. 730. 700 
cm" ' 

NMR(DMSD-d6. 5 ) : 1. 60-2. 00 (m. 4H) . 2.75-3.05(n. 2H) . 
3.05-3. 30(m. 2H) . 3.75-4.00(m. IH) . 6.77(s, IH) . 
7.20-7.95(m. lOH) . 8, 15(d. J=7.7Hz. IH) . 
8.94(br s. IH). 9.10(br s. IH) 
MASS(in/2) : (M* J^dCb) . 183. 105 
TzM-^tSr : C,9H2sN20a-HCl 

C 64. 67 , H 6.76. N 7.94. CI 10.05 
C 64. 79 . H 6.93. N 7.92. CI 9.98 
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N - ( 4 - -r p< f- ^b- 2 - t K n df^ >> - 2 . 2 - 

i>y :c^)vmm7 5, {2.00e) t '^{t;^ ^;Kl.6inl) <D7-t,hy 

^^<D 1 - ^f^^l/- 4 - [ ( 2 - t Kn#i/- 2 . 2-i>7x:i;i/T 

•b ^ ;u 7 5 y )^ ^ ;b ] >; - A r :t ^ k e> n fc, 

(o.95g) %j)D^ifco m^ntz'M^m^^'^y i^mmnbs 

^i)DAT^?Sbfc» .^liii^^JgtbTTK. :tiS7KT-Jiy:^5t^U)fc 

nmX'MU^t^t.. N - 2. 3.. 6-"fh^ 

t: K a e 1? V - 4 - ;U) p< ;i/ - 2 - t K a =^ i/ - 2 . 2 
7 * :^;i'i^itT ^ h' (0.41g) *i#e>tife. 
mp-: 173-174 

tR(Nujol) . : 3340. 3200, 2550, 1660. 770, 750, 720. 700cm-' 
NMR(DMS0-(i6, 6 ) : 2. 00-2. 50 (2H, m) , 2, 80-3. 90 (4H, ni), 

2,73(3H, s), 3.72(2H, d, J=6.1Hz) , 5.38(1H, s) . 

6.82(1H. s), 7.20-7:40(10H. m), 8.37(1H, t, J=6. IHz) 

10.77(1H, br s) 
MASS<ra/z) . ; 336 (M*), 183, .109 

2 - K.a ^i/ - 2 . 2 - x-;l/PiJ7 5. K 8^ f" ;t/ 
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e>» N- ( 1 -x^;Hf S?j::;t-4 --f }^ ^ )l - 2 - \z }f n 
mp : 123-124 XJ 

IR(Nujol) : 3350. 1650, 780, 740, 720. 700cii- ' 
NMR(DMSO-de, 5 ) :1.52(t. J=7.2H2. 3H) . 4.57(q. J = 7.2Hz. 2H) 
4.60(d, J=6.0H2. 2H), 7.00(s. IH), 7. 20-7. 50 (m. lOH), 
7.85(d. J=6.6Hz. 2H), 9.01(d. J=6.6Hz. 2H) , 
9, 13(t. J=6.0Hz, IH) 
MASS(m/2) : (K* t£L) , 183. 105 

mmmn 

N - [{1. 2, 3, 6-Th^tKnt:iJi?>-4--^;i,) ^ 

(o.70g) fce^ryTK^ibH^-^h t^ACciag) 

(15nil)i:li:7Kr-t h y(5ml) CD?g?lE{C5§|S$Ht;iig^i^;g:, ^^gy 

m^itt^t. N-Cd-w'yyne;!.-!, 2, 3. 6-Th 
Knt:«;i?>-4-i';t.) - 2-tKa:^>/-2, 

2 -i?7x-;H^K7$ H^S?lI(0.58g) :6J#e>nfc. 
BP : 126-127 r (1. 4 -i>:t^-t)- v^Jfe^a) 
IR(Nujol) : 3250, 1660. 760, 700cin-' 

NMR(DMS0-da, 5) :1.26(d. J=6.6H2. 6H). 2. 05-2. 25 (m. IH). 

2. 30-2. 60(10, IH). 2.75-3.10(m. IH). 3. 25-3. 50 (m. 2H). 



>S: ^ 
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3.58(br s. 2H) , 3..73(d. J=6. OHz, 2H) 5. 42 (s. IH) . 

B'83 Cbr s. IH). 7. 15-7. 60 (m, lOH), 8.3B (t, J=6.0H2,1H) 

10.30(br s, IH) 
jtMi^^ : C2»H28N2Qa'HCM/2H80 

ttlEM C 67.39 , H 7.38. N 6.83, CI 8.65 
. C 67.40 , H 7.84. N 6. 58,. CI 8.35 

V - 4 - - 2 - t K - 2 . 2 - i-;ug^g^7 $ >- 

mp : 197-19.9 ^ ( V.^ O 7 ;l/ □ 
IR(Nujol) : 3420. 2350, 1670, 750, 700i 670cm-' 
NMR(DMSO-de. 6 ) :l,05(t, J=7.2Hz. 3H), 1.45-1. 65(m. 4H) . 
2. 15-2.40(m. 2H) . 2.54(q, J=7. 2H2. 2H) . . 
2. 85r3.05(m, 2H). 3. 55-3. 75(m. IH) , 6.50(s. IH), 
7. 20-7. 40 (n, UH). 7.96(d. J=8. OHz. IH) 
TtM^^n : C2,H26N20-l/2C4H.O. •1/2H*0 

tynm C 68. 13 . H 7.21, N 6.91 
MMM C 67.97 ; H 7.41. N 6.67 

mmmu ■ . 
mm\§U2tmmizLXN - (4-k*^';i?;u) -2. 

)i^mm7 5 K igi?i.S*> ^ N - ( 1 - -< y :r n e ^ V > - 
4 " ^ )V) - 2 , 2-e?7xJi;H^^7^H0D7v ;HtJM ^ ^# 
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bp: 175-177 'C (TH? h ymf^St) 

IR(Nujol) : 3200, 2650. 2500. IBBO, 790, 770. 740, 700cni- • 
NMR(DMS0-d6. 5 ) :1.13(d, J=6.6Hz. 6H) . 1. 45-1. 75 (m. 2H) . 

1. 75-2. 00(«. 2H). 2.65-2.90(m, 2H), 3.00-3. 25(0, 3H). 
3. 65-3.90(iD, IH). 4.93(s, IH), 6.54(s, 3H), 
7.10-7.35(0. lOH), 8.43(d, J=7.3Hz. IH) 
HASS(b/z) ; 336 (M*). 321, 167 
TCM^^H : C82HzbN20-3/2(C*H404) 

Stnm C 65,87 , H 6.71. N 5.49 
C es.ao . H 6.84, N 5.57 

op : 179-181 'C (7-fe h yi$i^ffo) 

IR(Nujol) : 3250. 1690, 1760, 790, 760, 740cm-' 

NMR(DMSO-de. 6 ) :1.05(t. J=7.2H2. 3H), 1 . 30-1. 60 (m, 2H) . 

1. 70-1. 85 (m. 2H). 2. 25-2. 40 (m, 2H), 

2. 55(q, J=7.2H2. 2H). 2. 90-3. 10 (n, 2H). 

3. 40-3. 55 (0, IH). 4.91(s, IH) . 6.55(s, 2H), 
7. 20-7. 30(0, lOH), 8.34(d, J=7, 4Hz, IH) 

MASS(o/z) : 322 (M*). 307. 167, 111 
5uE^Ut : C2,Hz6N20-C-,H404-l/2H20 

S^rUM. C 67.10 . H 6.98. N 6.26 

mmm c 66. 78 . h 6.97, n 6.05 
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'■O (2. 21g) t I . 1' - * 5 rjry — 

(l.73g) ^mi^i^it^^uy {AimD^izmXtzM'^'^^e:. gST 

- h ^l^^y^J)l) - 1 . 2 , 3 . 6 - T h ^ t K n tf' ; i> > 
(2.25g) oymykmit:<^\yy {2Qml)m^^. 20^JSf^LT^'!7 tC^ 

SibTTK^ .( 2|5]) bv cn^lSSKV:^^;^; Vi7 AT'ltjitfcft. ^ 

Mit?^^\yy t^^ >^-)V(Dmm (10: U^-^ai^fcl/T 
mi5r-& t V ^Mfe?at^<?)N - [1- (4 -p{ h i^i/ ;u) - 
1, 2, 3, 6-7"h7tKatry2>>-4--)'A') ^t^A^] - 
2 - t FD.^i/ - 2 , 2 -i?7*::i;H^M7 5 K (3.47g) *S^ie>#l 

. IRCCHCla) : 3370, 1660, 1610, 750, 730, 700cra^' 
NMR(CDCl3.,S ) : 2. 02(.brs. 2H) . 2.52(t. J=5.8H2. 2H), 

2.91(br s. 2H). 3.50(s, 2H) , 3.80(s, 3H) . 

4.l0(br s. IH). 4.14(s, 2H) . 5. 39 (br s, IH), 

6.39(br s. IH). 6.85(d. J=12.7Hz. 2H) . 

7. 20-7- 50 (m, 12H) 
MASSdn/z) : 442 (M*). 202, 121 

■ mmmn 

■ ^]5l0i]l6i: Ill^iic UT^ ^yi/)if^t L-^f-;i/-4-7$>'p( 
^ ;t/ - 1 . 2 . 3 . 6 - X h 5 t K □ hT >J ^> N - ( 1 - y 
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2, 3, 6-Th7tKnt?»;i>>~4~^';i^) 

BP : 185-190 r 

IR(Nujol) : 1650. 1600. 770. 750. 730. TOOcm' 
NMR{DMS0-d6.5) :2.09(brs. 2H). 2,50(s, 3H). 

I 

2.81(t. J*5.9Hz. 2H). 3.19(brs. 2H) . 
3.68(d. J=6,0H2. 2H). 4.98(br, 2H). 5.37(s, IH) . 
7.20-7.45(b. UH). 8.26(t. J=6.0H2. IH) 
MASS(ib/2) : 336 (M*), 215. 183, 109 

^f-JU-l, 2. 3, 6 h 5 t K n fcf r; j/;^>^ jy| _ (i-^ 
ne;U-l, 2. 3. 6 -T- h 7 fc Ka tr y 4 ;u) 

;i.-2-t Kp^2/-2. 2 -i?7*-;uB^^7 5 h'^mm^m 

mp: 96-98 ^ (1^ ^ ;u/ ^ y « ^ y O ^ _ _ 

IR(Nujol) : 3250, 1660. 770. 740, 700cra-' 

NMR(DMSO-de. 6) :0.89(t. J=7. 3Hz. 3H). 1. 60-1. 80 (m. 2H) . 

2. 00-2. 55(m. 2H). 2.90-4. 20(m. 8H). 5.89(br s. IH) . 

G.82(s. IH), 7. 20-7.45(10. lOH). 8.37(t. J=6. IHz. IH), 

10.50(br s. IH) 
MASS(m/z) :364(M*). 335. 183. 137 
TC^^^tlT : Ca,H28N«02 -HCl 
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It»ffi C 6B.80 . . H 7.41. N 6.77. CI 8.57 
C 66.77 ,. H 7.76. N 6.44. CI 8^57 
^gS 01119 ■ 

^mmi^t mmz ur.. ^yi/n^ut. i -'^ 4 - 7 * y 

p{^;u~i, 2. 3, 6-xh^tKae»;i?v*ie»N - 
::^s^;u-i. 2, 3, 6 ~ x h 7 t K n tr »; 4 - w a^) p< ^ 
;i/ - 2 - t: K a 1/ - 2 , 2 - 7 * ^ JiH^i! 7 $ l^^mm^m 

mp: 139-141 ( ^ ^J' — ;U/@^i!x^;u/' s?-f y y n t" — x 

IR(Nujol) : 3450. 3200. 2570. 1660, 750. 710, 680cm-' 
NMR{DMS0-d5. 6 ) : 2. 00-2. 50 (m. 2H). 2. 7.0-3. 50 (m. 2H), 

3.50(br s. 2H), 3.72{d. J=6.0Hz. 2H), 4.30(s, 2H), 
. 5.38(s. lH). .6.81(s. IH). 7. 25-7. 63 (m. 15H) , 
8.36(t. J=6.0Hz, IH). 10. 92 (br s. IH) 

ff-lffi (0.8 HeOfc bT) C 69.98, H 5.66 , N 6.05. CI 7.65 
^iSlJM C 69.94. H 6.67 , N 5.94, 01 7.63 

mwmi&tmwzhx . i -if^;u - 3 - r ^ / p< 

^jv - 1 , 2 , 3 , 6 - X h ^ t h* a If »; ^ 6 N - ( 1 - J. ^ 
;i/-i. 2, 3. 6-xh^kKoe'ji?:/-3--f ;u ) ;>( ^ ju - 
2 - t Ka^i/- 2 . .2 -i^.7x-;U@^M7 5 K l/27v;UMtM^ 

mp : 185-186 *c (-f v :7 a ;u 7 ^bn -;u*> ^ns*^ ) 



I5f /b 5 S ^ 
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IR(Nujol) : 3400, 2750-2600, 1675, ISgOcm"' 

NMR(DMSO-dB, 6 ) :1.02(3H, t. J=7H2, CHa). 

2.09(2H, ra. =CHCH2CH2). 2. 45-2. 65 (4H, m, NCH, X2). 
2.92(2H. s, =CCH8N), 3.68(2H. m, CONCH,), 
5.52(1H, br s, =CH) . 6. 51 (2H, s. furaaric acid=CH}, 
7.25-7.4(10H, m, aromatic H). 8.21(1H, br s, CONH) 

MASS(ib/z) : 350(M*). 183. 124(base). 105 

5c^^t/T : C82H2eN202 l/2C4H404 

S^nm C 70. 57 . H 6.91, N 6.86 

mmm c 70.35 . h 7.11, n 6.72 

4. 4- -i?:'>'U^a-;y>/7*V :/(2.0g)i:8^{bMie(0.ig)% 

^jui/v ;Ki.35iai)«rjnAfc. n<otitzU'km^mumvAQmmm 

a'^>$?;Ug!(0,80g) i)m(^ntz. CC7)i}ifimD°D (0.806) ^N. N' 

-:*;i/jK^;ui?-r ^^^/-;Ko.6g)%M7KJa{b^f^u>{c?g^gt. 

CCDJ§^iC4-r5y^5^;i,- 1 1 , 2, 3. 6-rh 
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bfcWHIJi**. »:l/^T•^i^;4cTgfe^b/i^iii^g!•7ry^.i/•^^■C'^ 
jib.x ?gi^=SrMEIi^b/c:o J^rS^S/ * 7 A ^ n v h i^-*"^ 

7 <f . j^:i/^-cr;u^:»-:^^ Ar^nv hiJ^^7 ^ tc]g|gbTi«iiJ b, 

4,N^i?TmSt* fc/N- C ( 1 1 . 2 . 3, 6 - -f 

. h 7 t K n t: v- :^ - 4 - -f p« f- ;b] - 2 - t K a ^ - 2 , 
2-t*A (4 -7;U:^n7x:::;b) i^ig7 ^ K e> n /S.. 
mp: 155-157 r ( 2?-Y V 7n tr;Ux-x;U^^a) 
IR(Nujol) : 3350, 3270, 2500. 1660. 1600, 820, 770cm-' 
.NMR(DMSO-d,. 6 ) :1.24.(t, J=7.2Hz. 3H) , 2. 00-2. 45 (m, 2H) . 
2.85-3.80(111, 6H) . 3. 09 (quartet. J=7.2Hz. 2H) . 
.5.39(s. IH). 6.96(s, IH), 7. 10-7. 20 (m. 4H), • 
7.35-7. 45 (m. 4H), 8.46(br s, IH) . 10.21(br s, IH) 
MASSCm/z) : 386(M*), 371. 219. 123, 110 

tt^M C 61.61 . H 6.03, N 6.53. CI 8.27 
C 61.69 , H 6.09. N 6.54. CI 8.27 

Ugl 01122 

2 - ^ a o 2 , 2 - S>7 i a «; K (6,30g) 

y^y (17ml)/n (llnil)M?^{Ciif§?$-tf fc^?^5S:g?gT 

icjijfbTiJS. cntcs -7^y - 1 -rift's>'i5'a [2. 2 . 
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MYSTIC 30fl#p^3o^tiji|iu. y)i:r.y tTi^^mxx^mLtz. 
>'i'T25fe^i-^iiMfe«a* (2.90g) i^n^ti. uti^nmizxr)^ 

N - (1-Tiffc*>>i>a [2. 2. 2]^:^^y-s-^JU) - 
2-tKn^S/-2,. 2 - ;i.-;i,gt®f7 ^ K *«f# e> n 

BP : 261-265 V (dec.) 

IR(Nujol) : 3300, 2800-2300, 1660cm-' 



3.05-3.6(6H. m, N(CH,)3), 4.15(1H, m. CONHCH) , 
6.87(1H. S, OH), 7. 25-7.45(10H, m. aromatic H), 
8.59(1H, d, J=7Hz. CONH), 10.36(1H, br s. HCl) 

MASS(m/z) : 336 (M*). 183 (base). 105 

7C#5>tfT : C2,H24N20,-HC1 

i^nm C 67. 64 , H 6.76, N 7.51 

nmm c 67. 67 , h 7.10, n 7.31 



H 
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y t ^ ve?;u^*>6 N - { 4 - \^ ^ ^ ji^tH ^ )i \^ ^ v 
y- 4 - 2 - k ]^u^i/- 2, 2 -i?7.i^;ug^S?7 5 K 

Bp: 128-131 r ( n -^^-y-VjJtf^ra) 

IR(Nujol) : 3300. 1650, 1620, 760. 740. 720ctn-» 

NMR(CDCl3,5) : 1.00-1. 41 (m, 2H). 1.23(t, J=7.1Hz. 3H), 

1. 70-2. 00 (m, 2H), 2. 75-3. 00 (m. 2H); 3. 90-4. 20 (n, 3H) , 
. 4.08(q, J=7.1Hz. 2H). 6.67(d. J=8. OHz. IH), 

6.93(s, IH).. 7. 20-7, SOU. lOH) 
MASS.(m/z) : 382(M*). 370. 216. 183 . 
^^g'124 . . • 

mmmi^tmrnizbr . 4- (2-7$>'xf-;u) 

e ^ V i^.yt^y V' 6 n - [ 2 - (1 - ;u.b' ^ «; i> v 

- 2 - b h* n^ri/- 2 , 2 - x ^;UB?^T 
$ K 7 x' tz. i/ ^) :^ y A ^ u ^ h y y ^ 

mp : 151-152 X, 

IR(Nujol) : 3360, 3250, 3200, 2740-2100, 1700. 1670cin"' 
NMR(DMSG-d,, 6 ) : 1. 15-1. 45(5H, n, CH and CH, X2) , 

1,7(2H, n, CHa), 2.35{2H, m. CHs) , • 2. 45 (3H, s. CH3), 

3.0-3.2(4H, ra, CH2X.2), 6. 50(2H. s. HC=CH) , 

7.2-7.4(llH. m, aromatic H and OH),. 

8.15(1H, t, J=.6Hz, NH) 
MASS(m/z) : 352 (M*). 337, 183 (base) 
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3 7 

S^UM C 66. 65 , H 6.88, N 5.98 

HaiJfii C 67. 02 , H 7.05, N 5.94 

Vi:^>i?;i/S?*>e>N- ( l - U v - 3 - -i" ^ ^ -. 

nit, 

IR(Nujol) : 3310, 2800-2300, leeOcm"' 
MMR(CDCl3,6) : 0.95(1H, m, piperidine H), 

1.00(3H, t, J=7Hz, CHa). 1.5-1.95(6H, m, piperidine H) 

2.30(2H, quartet, J=7Hz, NCHjCHs). 

2.7(2H, m, piperidine H), 3. 1-3. 35 (2H, m. CONCHa), 

4.15(1H, br, OH), 6.86(1H, br t. NH) , 

7. 25-7, 53(10H, m, aromatic H) 
MASS(in/z) : 352(M*). 337, 183. 105(base) 

mp: 181-182 ic { -i* y y n e ;i'7;u n — JUH^^S,) 
IR(Nujol) : 3360. 3220. 2660, 2570. 1655cm" 
NMR(DMS0-d6, 6 ) : 1. 05 (IH. m, piperidine H) , 

1.16(3H. t. J=7Hz, CH,), 1.75(3H, m, piperidine H) . 

2.1(1H, m, piperidine H), 2.45(1H, m, piperidine H) , 

2.7(1H, m. piperidine H), 

2.95-3, 35 (6H, m, NCHaCHa. piperidine H, and CONCHa), 
6.79(1H, s, OH). 7. 2-7.45(10H, m. aromatic H) , 
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8.40(1H, t, J=6Hz. NH). 10.2(1H, br. HCl) 
.MASS(m/z) ; 352(M*). 337/ 183, 105(.base) 

H-^® C . 67. 94 . H 7.52. N 7.20 
UMW. C 67. 76 . H 7.68, N 7.15 

IIM^I|26 

tf n »; > t y ^ N - [ 2 - ( 1 - p< a u v - 

2 Ji^;u- 2 - t ^u^i/- 2 , 2 x:=.;bg^it7'^ 

fflp: 155-157 r (x^>'-X//Sl^i^;UM?S^iaaia) 
IR(Nujol) : 3400, 3180, 2620, 1660. TTOcn" 
NMR(DMSO-de. 5 ) : 1.40-1..95(n, 4H) ,• 1. 95-2. 25 (m. 2H), 
.2.64(s, 3H). 2.75-3.10(ro. 2H) , 3. 10-3. 25 (m. 2H) . 
3. 35-3. 55(in, IH) , 6.76(s. IH) . 7. 20-7.50(m, lOH), - 
8.38(br s. IH) , 10. 36(br s,. IH) 
MASSdn/z) : 338(M*). 323, 183. 155, 84. 
TC^^tJr : Cz.HsoNaOa-HCl 

s\rW-B C 67.28 , H 7.26, N. 7.47, CI 9.46 
ll1l!lfii, C 67.29 , H 7,53. N 7.46, CI 9.44 

m^mi^t mmzLx. 4 - 7 ^ y - i - x h v t* 

t 2 , 2 - 7 - A^f^fkis^ e> N - ( 1 - jc h # i/ * ;u /tC 
-;ub*^Mi^>-4 -H >\^) - 2, 2 - i?7 i-;uglFSe7.^ 

llf i^c: * m 
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• mp : 163-165 ( n - :/^^b1.) 
IR(Nujol) : 3300, 1650, 770. 750, 730, 700co-' 
NMR(CDcl3,6) : 1.10-1. 35(iD, 5H), 1.80-2.00(m. 2H) , 

2, 80-2.95(m, 2H) , 3, 90-4. 15 (m, 5H), 4. 90(8, IH) , 

5.52(d, J=7.5Hz, IH), 7.20-7. 40 (m, lOH) 
MASS(m/2) : 366 (M*), 199 

Mt^^UtmmiZLX . 4-T$y^f';i/-l-x^;i,- 1, 
2, 3, Kntr>;i>>i:3, 3 - * n hT :t 

V®*>e)N- (l-x^;i.-i, 2, 3, 6-7^h9bKnlf»;5> 

op : 133-134 V y:^n t A'7;U3 — ;u/ y^Tn tr;UA-7^ 

IR(Nttjol) : 3330. 2600, 1720. 1640, 1600, 750. 710cm-" 
NMK(DMS0-d6. 5) :l,18(t, J=7.2Hz, 3H). 1.95(brs. 2H) . 

2.89(d, J=8.2Hz. 2H), 3.01{q, J=7.2Hz. 2H), 

2.95-3.10(m, 2H) , 3.39{brs. 2H) , 3.54(brs. 2H). 

4.47(t. J=8.2Hz, IH), 4,88(s. IH). 7. 10-7. 30 (m. lOH). 

8.13(br s, IH) 
MASS(m/z) ;348(M*), 333, 167, 123 
7lM^^ : C23H2eN20-C2H204 

f^WM C 68. 47 , H 6.90. N 6.39 
MMM C 68.46 , H 6.97, N 6.31 
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6N- 2, 3, 6-Th5tKn-4--T;u) 

mp : 163-164 "C ( V ^ n t*;i'7 ;U 3 -;l//6tS?x ^ A'/ p< :^ ^ — . 

IR(Nujol) .: 3330, 2720, 1720, 1640. 7.70, 700cn|-' 
NMR(DMS0-d6, 5 ) : i:20(t, J==7.3H2, 3H), 2ai(br s, .2H), . 

3.08(q, J=7,3Hz, .2H), 3". 00-3- 20 (in, 2H) . 3. 51 (br s, 2H) 
. 3. 55-3. 70(iB, 2H). 4.40.(br s. 2H) . 5.22(s. IH). 

6.50(s, IH), 7.10-7.40<ai,10H), 8.15-8.20(m, IH) 
MASS(in/z) : 346(M*), 207, 123 . 

H-^^ C 68. 79 , H 6.47, N 6.42 
Hilfii C 69.21 , H 6-, 53. N 6.40 

ummiitmm\zL_x 4 -r^ y i - i . 2*. 

3 . e-fh^h Fa i/ytS-t \:u^iy- 5 H - 10. 11- 
i/ \:i u V^y )/ [a, d] ^ V t 1/ - b - :^ yf^i!)> ^ 
N - ( 1 , 2, 3, 6 -f- h ^ k KD k: y V-.4 - . 

;U ). ^ ;u - 2 - k K a^i/-2 - (.5-tKn#i/-5H- 
10, 11- i?. k K n > i/ [ a , d ] J/ ^ n f > - 5 - ;p ) 

IR(NujoI) : 3460. 3390.. 2740, 1640cm" 
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NMR(DMS0-d6, 6 ) :0.98(3H. t, J=7Hz, CHa) , 
1.86(2H, br s. CHsCHaN), 
2. 25-2. 45 (4H. m, CHzCHaNCH^CHa) , 
2. 75-2. 9 (4H. m. =CHCH2N and cycloheptene CH2), 
3. 3-3. 45 (2H, m, cycloheptene CHa) , 
3.54(2H, d, J=6Hz, CONCHa). 5.29(1H. s. =CH), 
6.81(1H, s. OH), 7, 05-7. 25 (6H, m, aromatic H) . 
7.46(1H. t. J=6Hz. NH), 7. 75-7, 85 (2H. m, aromatic H) 

MASS(in/z) :37'6(M*), 209. 123(base), 110 

mp: 158-159, 5 r (i^Kxf-;Ui^^p°n) 
IR(Nujol) : 3420, 3330, 2730-2000, 1655cm-' 
NMR(DMSO-de. 5 ) : 1.23(3H, t, J=7H2. CH,), 
1.95-2. 45(2H. m, CHaCHeN) , 

2.75-3. 15 (5H, m, NCHaCHs, cycloheptene CHa, and 
. pyridine H) , 3. 3-3. 45 (4H, n, pyridine Hx2 and 
cycloheptene CHa), 

3. 35-3. 65 (3H, m, CONCH2 and pyridine HX2), 

5.30(1H, br s, =CH), 6.89(1H, s. OH), 

7. 05-7. 25 (6H. m, aromatic H). 

7. 75-7. 85 (3H, m. NH and aromatic HX2), 

10.5(1H. br, HCl) 
MASS(in/z) : 376 (M*). 209 (base). 123. 110 
TcM^tfj : Ca4H29Na02Cl-3/2H20 

Wrnm C 65. 52 . H 7.27, N 6.37 CI 8.06 



HiJM C 65. 6& , H 7.27. N 6.38, CI .8.06 . 

mmmi 

2 , 2 - >>7 a ^ (0.70g) ^J^{b^:^ ri;U (2.3 

^^^M^KiM^fc^f- k> (10iDl)iC^J^bTlte>tl-5^r^iC. 4 - T 
^ y ^ f-;!/- 1 1 , 2, 3, 6 - T h 7 t K n f «; i? > 
(0.43g) t h Vxf-^ruy^ Vd.Snl) ^DilTKm^t^ ^ U V (lOmDJg 

IS) .. 1 N7KK<k:H h e7A7K^^, :t*&*«D)it^5fe^U. 

^. (20 : 1 ). ^m^^>L\jX%htiit^(r>^A NiSK/Ki^x^;U 
T)\^mWLXn^^nt N-.( 1 -x^A/- 1 , 2, 3, 

tr:t vii?T5 H^gKis(o.iog) *s^#e>nfe, 

mp : 93-94 "C 

IR(Nujol) : 3450, 3350, 2.670, 2600, 1630, 760, 740cm-' 
NMR(DMS0-d6. 6 ) : 1. 24 (t. J=7. 2Hz. 3H) . 1.89(s. 3H) . 

2. 00-3.70 (03. 8H). 3.06(q, J=7.2Hz, 2H), 5.31(brs. IH) 
7.10-7.40(0. lOH), 7.64(br s, IH) , lo! 0.8(br s, IH) 

H-»0 C 68. 56 . H 7.75. N 6,95, CI 8.80 
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C 68.82 , H 7.95, N 6.89. CI 8.95 

^M^UltmB^ZbX 4 - 7 ^ 1 -xf-;u - 1 , 2. 

3, 6-fh^kKntry$?vii2, 2-S>7i -;ugtK^ n «; K 
*>6N- (1-j:.^;u-i. 2, 3, 6 - 7^ h ^ fc K D f V - 
4--i'Jl.) ^^;i.-2. 2 -e>7xr.;i.B^®t7$ Kj®i?li=Srf#fc. 
-JDp : 205-207 TC (x^J' y y - ;l/ ?g ^ M ^ 

a) 

IR(Nujol) : 3270. 3070. 2670, 2550, 2470. 1640. 750. 700cb-' 
NMR(DMS0-d6, 5) : 1.23(1. J=7.2H2, 3H). 2.00-2.40U. 2H) . 

2,80-3.00(m, 4H), 3.04(q, J=7,2Hz. 2H). 

3. 60-3. 80(0. 2H), 5.06(s, IH) . 5. 39 (s. IH) . 

7.10-7.35(b, IDH), 8,67(t. Js5.7Hz, IH), 

10.43(br s, IH) 
MASS(m/z) : 334 (M*). 167, 123 
Jtm.^^ : CsHaoNaO HCl 

C 71.24 . H 7.34. N 7.55. CI 9.56 

mmm c 71.30 , h 7.62, n 7.52, ci 9.73 

j-^;u7^y ^^;n^/<.ji>v(o.5ig) oM-^m^muTmmmn 
mx' i^^mmnL. ^tnznmj^^)\^i:yk^i}uxx^mhfz. mm. 



lif >t ^ ffl ^ 
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(7.4ml) t .l NJg^O.Tml) <?>?I?^lC^jS L fco COmm^^OVX' 
Xm^t^X^ ?Si^<^> 1 - ( 2 , 2 - - 2 - k K a 

T-bf-;u) -4-i>j^^;ur^>'^^;utf'^';i;:/(o. 33g) :i>M#6 
nfc, *B^%Satc J: »}ia^*i(0.20g) 

NMR(CDCl3, 6 ) : 0.93(6H,, t. J=7Hz. CH3X2). 
. 0.95-1. 95(5H, ID, piperidine CHaCHCHz). 
2.DG(2H, d. J=6.5Hz, CHCHzN). 
2.43(4H, quartet. J-THz. N(CH.CH3)2). 
. 2.6.8(2H. n. CONCH x2). 3.59(1H, m, CONCH), 
. 4.74(1H, ra, CONCH), 6.22(1H. s, OH), 
7.4(10H, m, aromatic H) 
MASS(m/z) ; 380(H*), lg3, 86(base) 

" ^S. 

«p: 175-176 r (-Y V n l^;U7;U3-;uSIS^fn) 

IR(Ntijol) : 3400, 3160, 2760-2300, 1610cid-' 

NMR(DMSO-dB. 6 ) : 0.7(1H, m, piperidine CH) . 

1.05(1H, m. piperidine CH). 1.18(6H, t. J=7H2, CH,x2) 
1.45(1H, m, piperidine CH), 1.9(2H, m, piperidine CH) , 
2.G5(2H, m, CONCH x 2) , 2.8(2H, m. CHCHjN), 
3.05(4H, m, N(CH2CH»),), 4.15(1H, ra, CONCH), 
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4 5 

4.4(1H. m. CONCH), 6.92(1H. s, OH). 

7.3(10H, o. aromatic H) . 9.9(1H, br. HCl) 
MASS{i/z) : 380 (M*), 183, 86(base) 
7t^^^ : C24H«2N202'HC1'1/2H20 

t\-n.m C 87. 67 . H 8.04, N 6.58. CI 8.32 

nmm c 67.62 , h 8.08, n 6.51, ci 8.32 

4-:ra^-2. 2 -5?7x^;i.gSi?(i.5g)t^-fb^:f 
(1.37ml)©M7RiJ'nn^;UA(20nil)^?S;g:4a#^SDS^^atLfcm: 

— :;^4 -7$ y ^^;u- 1 -xf^;u- 1 , 2, 3, s-T-h^t 

Hntf y i?v(o.73e) i: h V x^;i.7 $ v (2.6«l) ©ig-fb^^UV 
(15inl)jg?ft«ri||ebT«^ , C tl 5t fc: «ai3 © 4 - yn^ - 
2. 2 - v?7 x^JUBS^^n-r; K ©^{t^ ^ U > (15ral)^^:gr^S 

w^s^^sitT* (SHI) . M^?\(.rmik^i^b. mwt^^^i^ 

-i^^^Vifyy ^\zmm\^. mit^^uy/^^ (15: lu 

n-^:^p-t^->/|fi?x5^;U (20: 1) fl^KT'^mt/io 
lStJSS{^5S:^^tCtie-3 T7v;i/^ (229mg) X'^mt^ts l-J-^ 
>»l'-4 - [ (3. 3-i>7x-;u-2'^^ytrn»;i?>-i_-< 
JU) - 1 . 2. 3, 6-f-h7t Kne';5>vcD7v;UM 
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i§(0.54g) tfin^iitz,, 

mp : 90'C~ (^JS) in-^^^y^^o) 

I.R(Nujol) . : 2500, 1680, 800, 770, 750, 700cin- ' 

NMR(DMSOds. 5) : 1. 11 (t. J=7. 2Hz. 3H), 2.17{far s. 2H), 

2.7.3(q, J=7.2H2. 2H). 2.80-2.90(i», 4H), 3.24(br s. 2H) 
3.86(s. 2H). ^.iKt, J=6.4H2, 2H), 5.53(s. IH), 
6.52(s, 2H)i 7. 10-7. 40 (m, lOH) 

MASSWz) : 360(M*), 238, 165, 123- 
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lg $ 0) $g S 



1 . -m^ 

R ' 

R*-C-(A«)»-CONH-(A»)«-R^ (I) 
R ' 

R M± ( i ) ^ : 



(ii) : 
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(iii ) : 




(iv) : 




(b) R ' ^ J;t;fR» *i7*:=.^gT*0. R ' *^7Ki!S-C fe.O . 



INTESCN ATIONAL SEARCH REPORT 



IntmationaJ applicatsaa No. 
PCT/JP93/00142 



A. CLASSHnCATXON OF SUBJECT MATTER 

Int. Cl5 C07D211/26, 211/56, 211/70, 211/72, 213/75, 453/02, 
A61K31/435, 31/445 
AccQidipg ta Intefoationai Patenl Qassificatioo (IPQ or to both oatibnal classification and IPC 



B. HELDS SEAROIED 



Minmom docnanenUtioD soaicbed (dasfiifiGBtioii systeai followed by classtGciiiDn symbols) 

.Int. Cl^ C07D211/26, 211/56, 211/70, 211/72, 213/75, 453/02 
A61K31/435, 31/445 



DoeumeatatiOB seaiehed other tfaaa minimoni docotneaiadoo to die extent that soch docvmeots m ioduded ia the fiekb seatdied 



Blectroaic data base conaalied diniag the ialematiDxial seaicli (name of data base and, where pmetkable, seaich lema ased) 
CAS ONLINE 



C IXXrUMBOTS CONSIDERED TO BE RELEVANT 



Categoiy* 


atatioa oC docinmnt, with indicalioo, where apprapriato, of Ifae nlevanl passages 


RetovBot U cbfaB Na 


X 


JP, Bl, 44-17387 (Sandoz AG.), 
July 31, 1969 (31. 07. 69) , 
Lines 38 to 40, example 1 
& OS, A, 3454566 & FR, A, 1522566 


1 


X 


Chemical Abstracts 81 (21) (1974) 
Abstract No. 135892K 


1 


X 


Chemical Abstracts 79 (25) (1973) 
Abstract No. 146358p 


1 


y 


JP, B2, 60-27671 (Elrebesse Phanaa 
(Lojieel Berulonscoum) s.p.A.), 
June 29, 1985 (29. 06. 85), 
& DS, A, 4405627 & DB, A, 3020407 
& FR, A, 2465723 


l-r2 




JP, A, 2-262548 (Fujisawa Pharmaceutical 
Co., Ltd.), 

October 25, 1990 (25. 10. 90), 

Claim; lines 9 to 20, upper right column. 


1-2 



k I Foitber documents are listed in the oontiinatioQ of Box C [ [ Soe patent &imly annex. 



* SpecUl aiegories of cited docnmtfits: 

**A- document deflsiiig the geneial state of the an wbiebbaotooDSldescd 
to beof particoJartdevaaee 

*^ earikrdoGiaieet but iniblished on or after the UteraatkmalfiUi^ date 

l.^ dbcvnieiit wUcfa amy ttoowdoiiNaoa priority claim(s) or wblefab 
qiled to eslaUish the pnblieatioa date of another dtaHon or other 
special leason (aa specSficd) 

•*0" doaimeot lefeiriag to aa oral dbelosure, use, exbibiUoo or other 
meaes 

"P** doamieot|«UislKd prior lo the iateraadoaalfilfaig dale hot later than 
the piioriiy date daimed 



lattr doCTintiiTiTwWtBh ffd afhff the jpteiMi ^^ ftt«g |fate;;ir| 
date and not lo ooofflct whh the appUdttea but cited to. 
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